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Office Action Summary 



Application No. 

09/901,996 



Examiner 

Jon P Weber, Ph.D. 



Applicant(s) 

DWULET ET AL. 



Art Unit 

1651 



1 . The MAILING DATE of this comm unication appears on the cover sheet with the correspondence address 

Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THF MAILING DATE OF THIS COMMUNICATION. 

- E^nsS! Tof time may be available under the provisions of 37 CFR 1 .1 36(a). In no event, however, may a reply be time.y tiled 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

I )0 Responsive to communication(s) filed on 13 December 2002 . 
2a)Q This action is FINAL. 2b)E3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1, 453 O.G. 213. 
Disposition of Claims 

4) H Claim(s) hlQ is/are pending in the application. 

4a) Of the above claim(s) 10 is/are withdrawn from consideration. 

5) Q Claim(s) is/are allowed. 

6) 0 Claim(s) Ui is/are rejected. 

7) Q Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

I I )□ The proposed drawing correction filed on is: a)Q approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a>n All b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.Q Certified copies of the priority documents have been received in Application No. . 

3D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 . 
Attachment(s) 

1) H Notice of References Cited (PTO-892) 4) □ interview Summary (PTO-41 3, Paper No(s, 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Appl.cat.on (PTO-152) 

3) □ Information Disclosure Statement(s) (PTO-1449) Paper No(s) 6 . 6) U Other: 
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Part of Paper No. 10 
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Status of the Claims 

Claims 1-10 have been presented for examination. 

Election/Restrictions 
Applicant's election without traverse of claims 1-9 in Paper No. 9, filed 13 December 
2002 is acknowledged. Claim 10 is withdrawn from further consideration pursuant to 37 CFR 
1 .142(b) as being drawn to a nonelected invention. It is suggested that the nonelected claim be 
canceled in response to this Office action to expedite prosecution. 



Claim Rejections -35USC§112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particular* pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-9 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 

the invention. 

Claims 1 and 9 at step (c) as well as claim 8 recite "eluting" which is confusing because 
this term is only used in connection with chromatography. There does not appear to be a 
chromatographic binding step preceding this step. 

Claims 1 and 8-9 recite "modified enzyme" which is vague and indefinite because the 
nature and manner of the modification are unclear rendering the metes and bounds of the claim 
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unclear. Is the modification a change in sequence, a chemical modification of a s.de chain, or 
substitution of an isotope, for example? 

Regarding claim 6, the phrase "such as" renders the claim indefinite because it is unclear 

whether the limitations following the phrase are part of the claimed invention. See MPEP 

§ 2173.05(d). 

Claims 7-8 recite the limitation "capture protein" in line 1 . There is insufficient 
antecedent basis for this limitation in the claim. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
ecdon 02 cSs t tie if the differences between the subject matter sought to be patented and the pnor art are 
S tha th ^ ub ee ma tor as a whole would have been obv,ous at the time the invention was made to a person 

E^i JrJnVsSnn the an to which said subject matter pertains. Patentability shall not be negatived by the 

manner in which the invention was made. 

Claims 1-7 are rejected under 35 U.S.C. 103(a) as being unpatentable over Borjigin et al. 
(1993) in view of Altman et al. (1991), Roberts et al. (1992) and Maclennan et al. (US 
6,326,155) and further in view of Conklin (US 6,380,354). 

Borjigin et al. (1993) disclose forming fusion proteins with BPTI, binding the fusion 
protein to biotinylated trypsin or anhydrotrypsin, the complex is then purified on an avidin- 
agarose bead column. Near homogeneity was obtained (Figure 8). The BPTI-anhydrotrypsin tag 
system is suggested to be useful in protein purification, although BPTI derivatives with lower 
affinity would prove more useful when eluting from anhydrotrypsin (page 341, last paragraph). 
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Borj.gin et al. (.993) lacks explicit,, cleaving the BPTI tag in the fusion protein after purifying 

the recombinant fusion protein to obtain the protein. 

Al.man et al. (1991) disclose forming fusion proteins with BPTI, binding the fusion 
protein to chymotrypsin immobilized on a solid support, cleavtng and e.u.ing the BPTI and its 
fusion partner, and finally punfyng the BPTI (in this case they wanted the BPT. as opposed to 
the fusion partner). 

Roberts e. al. (1992) and Maclennan e, al. (US 6,326,155) both disclose that using phage 
display libraries (w„h M, 3, for example), it is possible to engtneer modified affinity binding 
hgands based upon naturally occurring protease inhibitors with more desirable properties or 
either increased or decreased affinity for the target enzyme. The targe, enzyme is used to screen 
the libraries for binding affmtty under various conditions of temperature, pH, salt concentration 
or % volume of an orgamc cosolvent. Exantples of targe, enzymes are elas.ase and .PA. A. 
column .3, „ne 54 «o column .4, line .0, Maclennan e. al. (US 6,326,,55) discusses a number of 
suitable stable inhibitor domains that are suitable candidates for this engineering, including, 
Kunitz. 

Conklin (US 6,380,354) disclose .ha. affinity tag pept.des are widely used to purify or 
detect recombinant proteins. "In principle, any peptide or protein for which an antibody or other 
specific binding agent is available can be used as an affimty tag ." (column 3, lines 42-44). A 
number of such affinity tags already in use are briefly described a, column 3, lines 44-55. 

A person of ordinary skill in the art a. the time the invention was made would have been 
motivated to use the inhibitor peptide tags of Bor,igin e, al. (1993, and A.tman e. al. (1991) in 
the general process of purifying recombinant proteins because Conklin (US 6,380,354) 
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especially indicate that any peptide with a specific binding agent can be used. The well-known 
procedures when the tags are other than peptide inhibitors always include steps of cleavage of 
the tag followed by separation of the tag and cleaving protease. The selection of a particular 
inhibitor-enzyme pair is an arbitrary matter of experimental design choice. 

Hence, it would have been prima facie obvious to one of ordinary skill in the art at the 
Ume the invention was made to use enzyme inhibitors as affinity tags to purify recombinant 
proteins. 

The prior art does not anticipate or reasonably suggest using the particular sequences as 
tags, nor does it anticipate or reasonably suggest the use of a psychrophilic enzyme. 



No claims are allowed. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jon P Weber, Ph.D. whose telephone number is 703-308-4015. 
The examiner can normally be reached on daily, off 1st Fn, 9/5/4. 

"tempts to reach the examiner by telephone are unsuccessful, the examiner s 
superviso Sael G. Wityshyn can be reached on 703-308-4743 .V* : fax P^™^ 
the organization where this application or proceeding is assigned are 703-872-9306 for regular 
communications and 703-872-9307 for After Final communications. 

commumcatio^ ^ ^ ^ ^ ^ ^ tQ ^ ^ ?f or proceedmg 

should be directed to the receptionist whose telephone rfiimber i«!7Q3^U*-u iyt>. ■ 
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